e'd PCT/f K, 2 8 SEP 2084 
it ta a * & i c £ s l » r a IB * +i fc a (8 m n 



(43) SRg^BflB 
2003 *£10 £9 B (09.10.2003) 




illinium 



PCT 



(io) mv&'j*ffl&-% 
WO 03/082228 Al 



A61K 7/00, 7/48 
PCT/JP03/03945 

/ j 

2003 ^3 n 28 H (28.03.2003) 

B*s§ 



(51) IHR^ffF^li 7 : 

(21) mtGuamm^: 

(22) SBStiJfBB: 

(25) gJgttJESOSii: 

(26) SRttBfl<D?l§: 

(30) ffifclfr — 

*#lil2002-91530 2002 *£3 £28 B (28.03.2002) JP 
2002-344 179 

2002 ^ 1 1 .E 27 B (27. 1 1 .2002) JP 

(71) ttjJSAf#g£ISIK£T(D«£iai::oixT;:*fc3££ 
tt«£^ (SHISEIDO CO., LTD.) [JP/JP]; T 104-8010 
m»fP^*Effiffi7Tg 5 f5§ Tokyo (JP). 

(72) f6!H#; fc«fct; 

(75) fgfflS/aiSIA/ifcBKo^-c ©JSa^(FU- 

JJWARA.Shigeyoshi) [JP/JP]; T236-8643 ft^JIIH SS 
JRHi &jRE*i;Tt 2 T i 1 2 # 1 # 1*3£#tt 
'J "9— ^-tr — (&iRAM)rt Kanagawa (JP). fl? BB 
^3fifiENDA,Mitsuhiro) [JP/JP]; X236-8643 #3^JII!a 

«tiR%*ftE«tt 2 T § 1 2 # 1 ^ i*3e£tt«£ 

£ U +f— Ti2 (fciRA*)!* Kanagawa (JP). /J> 



Jll (OGAWA.Katsuki) [JP/JP]; T 224-8558 JH 

& w&wm%i&$-%i 2Ti2tif tts^aa^ 

^ 'J ^"t — (SrfilM)rt Kanagawa (JP). 
Hq^MIYAMOTO.Tsuyoshi) [JP/JP]; T224-8558 #S£JU 
A #«rfj «B&e¥3« 2Tl2f1§ **5£#tt«£ 
£ y +»— ^-tr - (8r«t jR)fl Kanagawa (JP). A B3 
S«J (TAKATA,Sadaki) [JP/JP]; T 224-8558 #3? JM & 

m)&m&&&m&izTB 2*1 ^<*5££ttg±£ 

'J -9— — (*i8i;R)rt Kanagawa (JP). 

(74) ttlA: J&ftffi^ (TWAHASHLYuji); T 221 -0044 

JII!S«^m«^JIIES#^JI|1-1 1-8 Kanagawa 
(JP). 

(81) *63tS (MP*)-- CN, KR, US. 

(84) *g£B(T£tt;: a-P-V/^^(AT,BE,BG ) CH,CY, 
CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, 
NL, PT, RO, SE, SI, SK, TR). 

SStt^BBSS: 

— mmm&n^s 

— *itIE» - MOMI 

ro^^x;- KJ $#fR. 



S (54) Title: INSOLUBLE POWDER, POWDER FOR RESTORING BARRIER FUNCTION OF SKIN, POWDER FOR PREVENT- 
= ING/MITIGATING SKIN CHAPPING, AND PREPARATION CONTAINING THE SAME FOR EXTERNAL USE ON SKIN 

5 (54) ass©**: =F»tt8H*. BLmwrmmm&mto. mzttimit ■ aimvi^&ift*i^^s.m^mm 

= (57) Abstract: An insoluble powder characterized by having a £ potential which is a negative value. The insoluble powder prefer- 
— ably comprises barium sulfate as the main component The insoluble powder preferably has an average primary-particle diameter of 
3 to 100 urn and an aspect ratio of from 3 to 250. The insoluble powder preferably is a metal-doped barium sulfate powder obtained 
by reacting barium ions with sulfate ions in the presence of metal ions. In the above insoluble powder, the metal ions preferably 
are ions of one or more members selected from the group of lithium, sodium, and zinc. Also provided are a powder for restoring 
the barrier function of the skin and a powder for preventing/mitigating skin chapping which each is characterized by comprising the 
insoluble powder. Further provided is a preparation for external use on the skin, characterized by containing the insoluble powder in 
an amount of 1 to 40 wt.%. 



OO 

o 
O 



(57) SIS): *§&M<Dm-<D±mit* £B&*<fia>teT'fe&^<!:£1$f&<!:^£^£14t)M*T'fc&o I5KTjt14t9{*l=fc 
f *><Dft#T-eRJ££t!-Tf#&*i-&:fcH K— ?KRs<U ^A8H*-Cfc&C t*<»@-C$»-5. flirlB^SStttftftl-fc 



WO 03/082228 ^^PCT/JP03/03945 

m n m 

*mmn, 2 0 0 2^3M 2 8 0f^ffi«<DB;*«Wajfe2 002-91530 
-S§- % 2002^11^ 2 7 0ftttl±im^0*B#fPWM2 0 0 2-344 1 7 9^ 

mm, mmm. Rvmrnfrbmrnztix^z, mA(oMm^m^n<m^2 0nm 



WO 03/082228 




CT/JP03/03945 



pH7. 5©Tr i s •HClififl^^t'itSMlfc^ 181$ 
3fe^thL E Z A- 6 0 0 SrJHWCaflfeUfco fflU^f* 3 HtfrV\ ^tt^O^It't 

mm^fe&ffimz&^x, 3 ~ 1 0 0 » m, hjt^ 3 ~ 

2 5 otfcsr i^0^fes o 

tfSl : 0. 5~2 : 0. 0 0 1 ~ 1 0 £ k &f&MX$>5 0 

<< ^frtbftzm&vm&tiz mxYZ2m&>±.x'ibzzk&mmx'-abz> 0 



WO 03/082228 




CT/JP03/03945 



115a, i ©5fqjH4*&#:©-ftyt^ y nates**** ufcen?*>5o 
m i 6 « H ^JSM 2 ©^*gf£*W£G>&j*>* y nsagsb**** u^Bi-ea> £><> 

H18U, ^M4(^^ttWO^Jt^yT|Hl^m^U^|l]T^6o 



WO 03/082228 




CT/JP03/03945 



<5o 

^^^^A^r^-^ (ca 2+ , M g 2+ ) &&&<D±mM\zm : fc 
-r^^^^tt^^^it-t^T, -r^©® mt&zMM) *nm-% m 

m&EM&5 o~i 0 o°c^ai-efc!9, #^7 o~i 0 o'casftsrefc*. 



WO 03/082228 



# 



5 



CT/JP03/03945 



■f-So ^y «flt{b^©*£tt#fc:0. 0 0 1-0. lmol/LT?fc5r. 

^#t*EHt*C*>* 0 o. 00 llllolAJ:?)/^*v^^:X3IIW«^fe^:b•C3»**s^B<Jte•?, 

vMk&ynm&tpk (b) t%m&v 

td& (C) ^-r^-^^tp^-fb^^^p^S^fe, (A) s<V9M* 
vtr&tf*V (C) gEtt^^^Sr^tp^^^SSfflK^Sr CB) 



WO 03/082228 




CT/JP03/03945 



a?tt5 o~i o o°cmi-Mxiby, #m7 o~i o oxz&mm-e&Zo 

yf!)^itt(t *Msy^*^> mtv^^j», ffimv?-?^ mmv?-v 
^ h y u-n*. tK^^- h v mh-i- h v b y ^ 

m$&&tisXfe, ykmitm.^, mtm^, mwim^ &mm&, mmmmm^m 

^r/VitX'l : 0. 5~2 : 0. 0 0 1~1 Ot'&Sr i»U\ M-ft^ 
y VMX-lsKMVX^frikO. 0 0 l^T'^^BJ^^^^S^tL-f, 

VM*^\z:tt^x^}ko. 5*m, xte2*m^zbJLMmmfebvx%)mm 
< 

M 1 ~ 4 0 #t 8 ~ 4 0 r b UV\, 1 MA%*WiX 



WO 03/082228 




CT/JP03/03945 



\z&^xKmtfy\zfcm£fr&tttototK&&&&Ete&Kxm±m&~r& z.t&x% 

;h^t/^> tas^x y > Ka> t/v=¥/v^ y ^ y -t y v'l, ->a^f— ^ 
— r^ftzttmrnfr*. Rmvya 1 -^ ^^7x;yw, 

ft WMsB&it^J, EDTA, ?^m, -^IM * y i'SK t°nlEW^if©M^t 



WO 03/082228 



8 



'CT/JP03/03945 



1. 7k^^*t»J^g (Meeco) ^TV^v ^^^©^fe^K^^* (TEWL) 

Ufco - O-iteTEWLOlIHS* 1 0 0 % £: ^"T^o 

2. W^-^^^^W^P^^^^S^TEWL^lS^s 00~9 0 0 (8— 9mg/cm 
Vhour) fclJfc5£TN •fea^^-^ 0 T'«^e^tiJ^-r^||^«97gL, &J*^y 

fg US 1 V>7dit£rTEWL<Z>|II^ 0 % £ JfegH" 5 . 

3. TIS^ 1 2 Omg£rlOO~200M L^-T ^-^^tKJcM^«® 
^SrlWfiiuyto W^^^ B T^^5'^9^^-h}-^-li:fc2 cm^©»ITU 

ffi#*fc1-*J:5ti:ft*U l O^feifiJdsufc (02) „ £ tcttM t UT-f 

4. WSrSii^bfc^SrS^fcbT, SU#Ufciit& (0B#|flJ«) , 2, 4, 



WO 03/082228 ^PCT/JP03/03945 



Etft^(%)=100X 



{'{ 



&m®&w&<o tewl - nm^m<o tewl ^ 



&J*>*y T«IBlil«»*tt«T©**K:TffMllii-5. 



Ufti3 









emte (mv) 




1 


mm^v 


mk 


- 3. 6 9 


o 


2 




mt 


- 2. 3 4 


o 


3 






1. 11 


A 


4 


mr -rum*? *a 




0. 5 9 


X 


5 




'mat 


3. 0 8 


A 



pH7. 5©Tr i s-HCl«tl:WM-iltMtfcf> 1 8 B# 

5fe^ti-LEZA-6 0 OSrfflwaBIJtbfc. SS^tt 3 IHfrV \ ifefctt* 
bfc 0 



4g # x. ffl « (MM2G) 



WO 03/082228 




CT/JP03/03945 



^;lx^r>A^^->-, ~*?*%/*?MHrV (Ca 2+ , Mg 2+ ) dS^OJiJifP^^^ 

•f-So -r^^^^tt^^it-b^t, sr^i-s (0 

±|B^1 JBV^T. ^i»^y TIfiI«©3aSK:i3V^©^tjflrrt-e©*/^^A 

m&istrzzste-mfiu io^h^u (8 2) . 2^©^^^^ 



^|CT/JP03/03945 

Wffl 2001-32450 2-%r\Z$S&£inX\t y >Z>o 
X^fc 

^lt^^Jl0^2 0mg^rl00~200/i L(D4 ^^^^^M^^MM 

&%&mi,tcm&K&\,>x-b, ^m^v rmm\Bimm^m^ntj:^tio ztizv 
jgrs^y rmmmm\^Wi^m^x\^^.h^ir 0 



WO 03/082228 




WO 03/082228 




CT/JP03/03945 









(mV) 






6 




-2. 


3 1 




o 


7 




- 3. 


3 1 


fa® 


o 


8 




- 3. 


6 9 




o 


9 




-2. 


3 4 




o 


1 0 


nmy-r mm^m 


- 1 . 


7 1 




o 


1 1 


vrmkV-r western 


0. 


4 1 


mt 


X 


1 2 




3. 


0 8 




A 



1*3] . 

SSjfeffJ ^ttlfrfr (urn) r^' nit 

13 0. 0 5 x 

14 am^y^A o. i x 

15 WLWt<*VV& 0. 8 A 

16 mWks*VVJ» 2. 0 A 

17 WE&s*))&J» 3~10 3~ 2 0 O 



WO 03/082228 




CT/JP03/03945 



1 8 




3 — 


1 5 


3~ 


3 0 


O 


1 9 




3 — 


2 0 


3 — 


4 0 


O 


2 0 




5 ~ 


2 0 


5 — 


10 0 


O 


2 1 




3 0 — 


5 0 


3 0 — 


2 5 0 


O 



T*s<? hittn / (¥*&J¥#0 

i 7-2 im*5v^r«, mu%}Ma>m^z.b&vm£titco 

dfrj; «9 % ^Mfcd^S^^ffil^ttW-^^* 5 3 - 1 0 0 m, T 

w-r^o 7K^«*?Bfl^ia (Meeco) t & xim<om&fo&%&* (tew 

L) SrSIJfeUfco iOffi*TEWL©|H|**l 0 0%^^-f-So 

2. ^Tl/^^^^O^^^^^^^rTEWLO^^ 0 0 — 3 0 0 (2— 3mg/cm 
Vhour) fclftS**?, T-fe b^*^**fel«#*Ci:*rSf^lSr|fcD3gU T 

3. _LtB£3Wafc0lJl 3-1 9<D#^4 0mg»^2 0 0-4 0 0 /* LO^f 



WO 03/082228 



14 



'CT/JP03/03945 



*LTV>Sr.^dS«*StL^o -ttJ;^, ¥1§J— #C*fc^a* 3 - 1 0 0 M m, T*^? 

3 — 2 5 0, c m{±^<Dm(D^m'BBm^ntcm.%nm± • afe#3&*«r# 

j$*S:0 5K:^i- (n = 9) 0 



WO 03/082228 ^|CT/JP03/03945 

W 15 w 









@E£-M3 


kr^i 7 (D^mvmfc 


12 


8 


0 


^m^^MW (WACS-515™) 


18. 52 


14. 52 


10. 52 


yi) 3 -y#lS?# (SNP-WEY- (S) ™) 


15 


15 


15 


yja-y^lltiJiMb (SNH-300ST™) 


22 


22 


22 


*/9 :-yMMWji (SNH-ST (EF) ™) 


4 


4 


4 


y ij 3-y#m^tf (SNH-R-KB-1™) 


6 


6 


6 


^^PMMA^ (-7^^^77x7^-330™) 


6 


6 


6 


m?mmm^% ^ ? bj-p™) 


7 


7 


7 




4 


4 


4 


yij 3-y#lSW (SNP-R-1 (N) ™) 1. 34 


1.34 


1. 34 


*/9a-y*«Hg^t;«Jc+V!l3-y*Qia^^ (SNP-Y-75 (N) 


™) 3.32 


3. 32 


3. 32 


*5 3-y«MSSMb«+*/9 (SNP-BL-1 (N) ™) 0. 4 


0.4 


0.4 




0.4 


0.4 


0.4 


V *f WUs-y C>!)3"-yKF-96A-6™) 


5 


5 


5 


9t!ly (RA-G-308™) 


3 


3 


3 




3 


3 


3 


WWmVsWt't* 9V (x*re-M82™) 


1 


1 


1 


if * * 


0. 02 


0. 02 


0. 02 




100 


100 


100 



WO 03/082228 



• 



16 



CT/JP03/03945 



±2®^5SfflM*ufc 0 fr&mmAmfemu (Meeco) ^Ttbms^^TK^s^ 
* (tewl) ^u^Mmmt 2mmmmm?fcmzmM%ftfo\ 

tf1t (n= 9) o 


(i) ^M^^a^/v-^ 






(2) ^/y =1 — ^^133^^^ 


1. 5 


1. 5 


(3) V^-yM^* 


8 


8 


(4) a— ^jg-fey im b 


3 0 


3 0 


( 5 ) 'V!J3- ^S-^Efc-W # 


4 


4 


(6) ftRftl 7 (D^ttW 


1 5 


0 


( 7 ) ^ y = — i/#i3S®Kb^ >- 


8 


8 


(8) */V 


2, 7 


2, 7 


( 9 ) y r ^ y y^r/w^/^fli^* 


6 


6 


do) n^mmmmmm^^wm^^ i 


7 


(11) i^^vl^y Vn^ri?-^ 


5 


5 


(12) h y-r y^-^^^^y-fey ^ 


3 


3 


(13) b^^&g^-^fvW^^A- 3 


3 


(14) tx^y^fry^y/^^y 


1 


1 


(i 5) vsmn 




MM 


(16) ^b^Jh^J 


MM 


MM 


(17) 


MM 


MM 


1-10 ^r^^Lfc i: - 


ivtc 1 1 ~ i 7 ^p^-cii#m^ 



WO 03/082228 




CT7JP03/03945 



U^m-^«> TEWLW1 2 0/5^^6 0 ^ffelglftfclT^ >9 . JfcJ*^ y T$§ti§^ 

T^fim^^f^^^ t *3 9 LTff|£ bfdo ^JUrSrHI 7-13 icl^i-„ 
[^6] 



gig r-? vrTtm-^m 



m 


^1122 


znK-r m 






0. 170% 




fc#ij23 








0. 013% 




fcM24 


L i r-7°^fES 






<0. 001% 


m 


fc#|25 








0. 074% 


m 


mm 


ai y-rm 






0. 004% - 


m 


W127 








0. 003% 


t^i 




F e K-r^El 




m 


0. 200% 


jtf 


$ffl2 











Z n, N a . L i «r K-^^fcfiKlft^y * AifottSHfcflf Lfc4t^ (f**0922~24) 
>*y ?At&#&ftJBL;/fc#£- 26) fcfcvvrwu &J»x<y TiatKRiMPSr 



WO 03/082228 ^BCT/JP03/03945 

^ 6 <Dl*»j22, 28fc^i-^« K-^JM^ V * 2 0 m g Z^tl^tl 1 

o o — 2 o o ju i^(D^ ^^^zmm^mmm^mM^o mwmw.*-??*?- 

MMI280F e K-^affll^5 !>A«#:ftlWibfcmf«:, ****** U*v>«Bf 
(Jt»j4) i:Jt«UTv Sfete^A^ffiRflr^SlflUfe^fc^U W*fcl22©Z 
n K-^gEift^y ^A«M*:«rttffibfc1B0fr4, f^^^if U&V^Bf OfclfcfllS) £ 



3fc*fc-?-& 3~10jum, T^.-<^ bit 3~20 N C -2.31 

^tft3000mLO^Li£-fe^7^^9^ = ^, 80mmol/L-&fk* P # J»7K*^500mL £ „ 
-r^-^mTKlOOOmLt S:W^bfc 0 |&«rl00 o C £ LfcfK Sl#Lft#^ 80mmo 



WO 03/082228 



19 



CT/JP03/03945 



^m&m 1 5 (d^-r o 

^■i^—ik^L^'^. 3~15Mm, T*s<? hit 3~30, C "3.31 
J*Z/&m<il000rd.b&m$m i -&^fco Wm.*lQ0°CtVtc^ MWlsft&bs 60mmo 

BSBfrT-S 3~20/zm s TX^Phit 3~40 N C «ffc ^3.69 

^*3000mLtf>:*Lj&-fe^ 9 ^7 9*=^ 40mmol/L--:Sfrfb'< P 9 ^7K^500mL i N 
^^^m7Kl000mLi:^ti#^bfc o ^«rl00°C£ Ufc#> 40mmo 



WO 03/082228 



20 



CT/JP03/03945 



ttmtsTt, ^og7K^b-r^^*bfc#, i20°c-ei2^F H m^ ufco &w-c% m 

WW:%m 1 7 o 

(^—®MlFF& 5~20/zm > hit 5—100, C "2.34) 

^43000mLCO^ljSir/N° 9 "f/^V y^^\^^ 60mmol/L-^b^ V V Azk^^500mL£ > 
jfrfb y ^ * A60mmol/L7K^500mL £ ^V^TKlOOOmL t %m.Wm& bfc Q 
100<C£ bfcm, ^#bft^b, 60mmol/L-*»^ by A7K^500mLSr^T bfc„ 

%%%:&m 1 8 ^1~ 0 

m%ffi 5 thy»A k— Trait* y » <*» 

WML^-m 30~50 J um N T*s<9 hit 30—250, C «{i -1.71) 

^iSOOOmLO^LJS-fe^^^/V-^^^^^, 60mmol/L-^b^ y # A7K^^500mL t , 
Wit-i- Y y ^^60nmol/L7K^K500mL^^^-^ife7Kl000inL^^rfll#ii-n-U^:o 
£100^ i: Lfc#, SI#U^}6Se> % eOnmol/L-fflfflH- h U * ^7K^500mL«r^T bfc 



WO 03/082228 



21 



CT/JP03/03945 



*-e?&ipu nhfitcmm^momm^, m^Tk^L-xm.^m^vt^ 120^ 

W*3 L<D%m. J t^9^'^y : 7^^K, mt^V V&O. 0 6 mo 1/LtK^5 
OOmLi:, Wm&O. 0 6 mo 1/LtK^5 0 0 mL h^^^Wkil^ 1 L £ & 

un*., mwm&\stco mm& 1 o o°ci: vtc&, ym^te&bmmr h v ^o. o 

6mo l/L^t5 0 0mL^DU 1 H^KISJ&SrfTofco 

Rf&^^MS^LT, #btbfc^^Sr^$^ tfB&zKSfcU 1 2 0°C 
-C 1 2 ftmtfcjfeSr 



(1) ^yn-yfeatpt^fb is 

(2) 2 0 

(3) VUa^yM^W* 10 

(4) i/V ^turnf/i'? 

( 5 ) ihjIKSMJ a-W vffimw /*' yx7xftnaWR»* 3 

(6) *^/V^n*i^ffl#S^#W5fc 4 

(7) afflt*y i 0 

Jfclft^fiB : 10 Mm, 7*N'nJfc : 10, C : -0.3mV) 

(8) 2 

(9) »*^{b7K*!7y^^ 3 



WO 03/082228 ^|CT/JP03/03945 

W 22 w 



(1 0) 




1 0 


(1 1) 




4 


(1 2) 




5 


(1 3) 


^ ^ S *S S *r 


3 


(1 4)=. 


.ig*&A'#y ZsnttVy .... 


4 


(1 5)' 




3 


v i o / 




1 


(1 7) 




1 


(1 8) 






(1 9) 






(20) 


mm 





mm 

1~1 2<D^^M^#bfdir6^ 1 3-2 0<D&J&fr*m i &Vtz.-b<D% 

(1) ^ 

(2) &fgL~T4* 1 2 

(3) XT7^yi"7^^!)A 4 

(4) K^ipi 3 

(5) rn^V 2 0 
(ip^j— :20{*m, hit : 40, C : -3.7mV) 

(e) mm mm - 
mm 



WO 03/082228 ^|CT/JP03/03945 

CD ^/v^ 

(2) 12 

(3) ^y,^ f 8 

(4) my$*^jvisu*visfflftm^3z -m 3 

(5) mt*<?m 4 

(6) ^m^y 4 0 
(¥*&— JfcK^S : 20^X11, T*-^ hJt : 40, C WBL : -3.7mV) 

(7) g^bft 2 

(8) 1 

(9) N-Ti/MtV itls 2 

(10) 5 y-X^Sfcffift . 3 

(11) «^!i^W!7s/^^ 1 

(12) hy^y^^y^y-feU^ s 

(13) mrn^^^^y 2 
(u) -fe^^r-r y^^ry v^yyuf^^ o. 5 

(15) ^* 

(16) mm. 
mm 

mm 1 0 o/wyubMam 

(1) 

(2) ^atVy^!J3>-;V 4 

(3) ^ytyy 2 

(4) y ^m^- h y ?a 3®ft 



WO 03/082228 




CT/JP03/03945 



(5) s<l/ h1~-4 h 


2 


(6) i£®k.\Yi% V tyJ* 


0. 4 


(7) f-iy^. 


1. 2 


(8) -i y^y^T V 


1 


(9) 


1 0 


do) igfltf* lfi? ! 


mm 


(id ^^v/y ^i&t^ 


5 


(12) aftife^ y 


8 


(azjfii— - 20um, T^^i 7 bifc : 7^ C ®ffc : 


-0.3mV) 


( 13) 9 )V9 


4 


(14) 


2 


(15) ifif ^ >- 


1 


(i6) j ey^rTyyii^y , fe!J>' 


1 


(i7) ^ey-Y y-r-T y ^ift^y t^ixxf wyy/vtf^y 


0. 5 


(18) ±f*;VT;vn' — ;v 


0. 4 


(19) ^f-yVT^^^ 


0. 5 


(20) JSfEffij^ 77>f y 


5 


/n'i "\ s -5 J rT- o . J-S 11 4> v Jc. Ji. 

(21; v;* TVi'Xn V ^ 


5 


(22) b 2 -ai^vW^S/yW 


3 


(23) 7± v >- 


1 


(24) B5M£iJ 


mm 


(25) 


mm 



mm 

1 — 5 %t%—\Z.m.Wm& bfc t - 5— 6 — 8 ^Px.T^bfc &CQ^ S u 

fc9~i 5 £3nx.T#fH-3o iW«^tfci 6-2 5 Srin^-c^-^?Wki- 



m:Mm 1 1 w/ omtmimm 



WO 03/082228 




CT/JP03/03945 



( 1 ) V *7 \S& I"* t7 


3 


(2) -yv a*- >^ss-&^ ^ 


2 


(3) iftS£^y 


4 


(32^1— ;30um, TX^<? hit : 15 N CI 


B& : -1.7mV) 


(4> i^y.n— ^ft»3BMb^-£ r >' - - 


1 0 


( 5 ) • 5' 3 V'ftsSlfcfbtfc 


4 


(6) i/U V^SI^/l^ 


2 


( 7 ) v y ^^si^Efc-w ;*? 


3 


(8) ftisbk 




(9) ^Ptvy^!)3-/v 


8 


(10) f^^f;v^ a-^i/^i/ndrifv 


2 5 


(11) Kf*^f^>^ n^sae-iJ-S/u^fiJ-v 


1 5 


(12) ^vV-Jfl* !)Vo ^r-^^ 


3 


(13) vy 


2 


(.14.J Ah y — V/^0c 13: •/ V ^ 


1 . 5 


(15) • #!7a>-' TflsMW^sV 


0. 5 


(i6) -ry^^ryvm 


1 


(17) $HbB6Jb#J 




(18) B50#J 





mm) 

• (ft*) 

(1) ^/i^ 

(2) -feyih-r b 

(3) 



Jf*% 

7 
1 5 



WO 03/082228 ^|CT/JP03/03945 

26 

(4) MPMMA^* 3 

(5) «Xfl/yfSgti^^^ 2 

(6) 4 

(7) !• 5 

- : 20/*m % T*-^ h it :'157'C = -2.4mV) 

(9) ^.^!7^^ 2 
(1 0) S^^tf!) i^n^i?-^ 2 

(ii) ^/t^^y^^ °- 5 

(i 2) mmn ^* 

(1 3) SS* 

($safe) 

(1) *yW-^niJr 1 

(2) ^t^r!) r>. 2 

(3) ±u-y^ 1 0 

(4) ^py^y 

(5) by-fy^^y^ytyy 9 

(6) ^y^ryy^ny^ 13 

(7) ^f/V#!)^n#y 5 

(SI: 9 0, OO0mPa-s at 2 5t) 

(8) Vt^tVi&yzsxi*^ 5 

: 1. 0 0 OmP a * s at 2 5°C) 

(10) t Ko^^n t>- ^ - ^ h !J V 1 



WO 03/082228 ^|CT/JP03/03945 

(ll) ^f^TtyyttM^^ry/v 3. 5 

(1 2) h y 0. 5 

(i 3) mfc&^y* o- 5 

(1 4) ffijfek 2 

(i 5.).jfct*->y ^ - ^mm&ttm^ - ^ , 3 

( 1 6 )< ^i-4 o 4 

(1 7) an^y #a 1 0 

(3|^— fcfcfc=pg : 40jum, hit : 10, C : -1.7mV) 

(1 8) ^* 
(1 9) B&jft$J 

(2 0) 36* 

0K&) 



6 0°C^Mbfc 11IU2~13 £r#fc£-£\ ^Lfc 1 0 t 1 4 Sr 

mmm 14 ^<)^77 > g ^ 



-tryiMh s 

-a-j^-w # 5 

^/k^ too 1 0 0 

» a v k — ^rnaft^^ y * ^ 22 

Sl^VPa- 1 5 

iWb^-^v 12 

0. 8 



WO 03/082228 



28 



'CT/JP03/03945 



m&wum 0. 1 

CJBfe) 





sc#% 




2 3 




1 5 




1 0 




too 1 0 0 




5 




1 0 




1 2 




0. 8 


nemo* 


2 




0. 1 




4 




6 


y-fe-y ^ 


5 




1 



WO 03/082228 



29 



[CT/JP03/03945 



OBfe) 



=i— v^a-fe P h 18 

y =3 — v#ys^j& W # 12 

^!)3-y^;V^ tool 0 0 

v/!i f K-T'I^y 9^ 10 

^ T T V ^MTfr 5 JMtWft^BMfc^ * >- 6 

v^y3-yMffe» 2 - 5 

^f;V7x^;^!J iXn^ri^V 3 

tKP^— ^/vixy a—v 2 



WO 03/082228 



30 



:CT/JP03/03945 



mm) 





JC*% 




too 1 0 0 




1 3 




1 5 




7 


j&tfcv y 3 — yW&$fo^ 


2 




1 




1 0 




9 




1. 4 




2. 8 


ixy 


1. 0 




5 






^vw# y ixc dr-^ y 


4 




1 




3 




2 


v± y y 


1 






mm 





WO 03/082228 




CT/JP03/03945 



mm 



K-^fiSEI^ V V A 3 5 

^Ji-fe>y>Jr^S^/V^ tool 0 0 

^"ytfy 0. 3 

1. 2 

])^yn 1 

/<^-r<'y JUS 

(MO 



Hi 9 /W-^fr^- 



WO 03/082228 



32 



[CT/JP03/03945 





SC*% 


$ As 9 


too 1 0 0 




1 0 




2 5 




5 




5 




3 




5 




3 




5tUk 









fl*% 




7 


^zk^-f HJ*fflWWblEI& 


8 




2 0 




0. 3 


H£Ifcfb#c 


1. 2 


j*£gMb* 


0. 6 




6 




1 0 




1 0 




2 


V *fe y /WE- / 1/— b 


2 



WO 03/082228 ^|CT/JP03/03945 

33 ^ 



poe (4 0) ^/^ryyi^/W^ 



2 



5 



0. 8 



PH»J 



too 1 0 0 



0K&) 

(to*) • «*% 

^y-try^ 20 
1, 2-^^^^^— 3 

1, 3-^fwy^!)3^ 1 

»^77^ 7. 5 

xeH . .0.3 

7fr/U&t&2x>7-/W^'*i>'A' 0. 3 

K—TTJKBft^^ y 5 



mm 



MM 



too 1 0 0 



WO 03/082228 ^JCT/JP03/03945 

34 



mmm 2 2 w^ojua u ft z £z z r^grd ^ 3 ^ 

(ftcfr) «*% 

y 3 - i/^SMift TTilElfe'* y * A 15 

e/-y 3— i/mm^i/tf 1 ? 1 • 2 

^P3-^itMb0t 2. 6 

i/!) 3-y»6i{bft 0. 6 

»!)a-y3IW 2 

^PMMA|&* 5 

^/i^y i/mmw&^mk?-* >- 6 

V^n^^-= 1 >' tool 0 0 

y n -y- ^ 4 

X???^ 3 

y ^^ttix y 3 — v 2 

l^Vi/^y 3— /V 2 

-ilr^^m-fc 2 0 

mm- mm 
mm) 



(ft*) M% 



WO 03/082228 ^|CT/JP03/03945 

^ v *s y ^—^mmmk^? v 12 

7 ? iff ^'i^>- y 3 — ^8HS1E#& K— -fmfc'S VP J* 6 

^^n^f 3'/ tool 0 0 

^^vvstfy ^n^V 4 

y 31— ^A^Ett^ l 

^ $> sfc&ttaK y ^~ y = — > 3 

-r^-v^mTK 20 

(We) 

s^^vi^y 1 0 



WO 03/082228 ^KCT/JP03/03945 





too 1 0 0 


s y S >r 


1 0 




1 




8 


L- <x y y 


3 




i 


f^P-^»* OSS 6 Mm) 


5 




2 5 




iUk 




5§S 



0K$0 



(«t^) sc*% 

Ttfyj^l^T^^;* 10 

-fe WS/>-l7 s/^;* 3 

7/^ 2 0 

^vyfy 20 

v 1 2 
a^-7vWfe tool 0 0 

ife^^V 4. 5 

jfcfe 201^- 0.5 

2 0 2 # 1-1 

m& 2 2 3 # 0.3 

W^y^W^fcfc (U5/im) 2 



WO 03/082228 



37 



LCT/JP03/03945 



m^m^—^n 5 
mm±m it* 

#«■ 51* 
OK*) 

. ttm&^&oA&ttSrs 5«cfciqjau mm. m&.i,&mteft 



WO 03/082228 




CT7JP03/03945 



■ 3. ff^lX«2|aS^m-^V^, ^-WS^ 3 ~ 1 0 0 /zm, 
^-VO^e/l^Jt^l : 0. 5~2 : 0. 0 0 1 ~ 1 0 r &&%kbT 

Wo 

v tv, x-isfrhtezmx 9 atfns 1 sxtt2t^±tfc5r £ 

Wo 

8 . fit*® i~6 fc|Btt<0»ffc&»&ft* - ^ Sr^t-r SllUfch/WJfc • 

9 . ttfsfeE 1 ~ 8iOV>ffl^l>:|Ei©W©^tI^ 1-40 s - 

1 1 . n^M i-6 ov^tt^fciBifeo • t tt©^ 



WO 03/082228 




-CT/JP03/03945 



[200 3^8^ 2 7 0 (27. 0 8. 0 3) HR*»«X« : ffl*£W©W*©<fiBI 

fcU (II)] 

3 . 1 Xtt 2 S5«cW^^*5VNT> Sfc&^a* 3 ~ 1 0 0 n m % 

4. («IE^) tt^2X«3^|Bife©^#:^*5VNT, '*y S^-Y^^fi^ 

^©^•A'JfcflSl : 0. 5~2 : 0. 0 O 1~1 OtfcSi^tfifS^W 

7 . m&m i~6 j ciatc©©^ e>45rt*«fti:ts y r «WBHI* 

8 . MT£& 1 ~ 6 iclES^^b ft 3 - i: &#»£i"5JIJl3iSftB&.il: • 3fc*B& 
9 . ffifjfcqC 1 ~ 8 (D\,^tbMtt1&<D&fc<D&ffm& 1-40 «S;%-C!fc5 £ 

i o . i ~ 6 (DVN-ftLd^-istfe^^tD^jt^ y rat&nmaii t LTO 
1 1 . m&m i~6 ©i vr ^^^©^©m^wik • t lto^ 



WO 03/082228 ^TCT/JP03/03945 

PCT19^ (1) ©«*K:aS<5<ttM» 



WO 03/082228 



1/2 0 



'CT/JP03/03945 




WO 03/082228 ^^CT/JP03/03945 

3/2 0 




4/2 0 





S <3 TO 



1M3I 




Time(hour) 



WO 03/082228 J^jCT/J703/03945 

9/2 0 




100 




Time(hour) 



1 0/2 0 




WO 03/082228 ^§pT/JP03/03945 

11/2 0 



Hill 




Time(hour) 




Time(hour) 



WO 03/082228 



1 3/2 0 



T/JP03/03945 



El 1 3 




Time(hour) 



WO 03/082228 




T/JP03/03945 



1 4/2 0 




WO 03/082228 jfjj^ S^ VJ ' FP03/03945 

1 5/2 0 




WO 03/082228 




T/JP03/03945 



1 6/2 0 



HIl 6 




0 2 4 6 

Time(hour) 




Time(hour) 



WO 03/082228 ^fc|CT/JP03/03945 

1 8/2 0 




HIl 8 




Time(hour) 



WO 03/082228 ^teCT/JP03/03945 




1 9/2 0 



HI 1 9 




Time(hour) 



BNTERNATIO 



+ 



'SEARCH REPORT 



Intern^^p application No. 

PCT/JP03/03945 



A. CLASSIFICATION OF SUBJECT MATTER 
Int. CI 7 A61K7/00, 7/48 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 A61K7/00-50, C09C1/00-3/12, C09D15/00-17/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS(STN), JOIS(JICST) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 
A 



X 
A 



X 
A 



JP 9-315926 A (Lion Corp.), 
09 December, 1997 (09.12.97), 
Full text 
(Family: none) 

JP 11-130652 A (Lion Corp.), 
18 May, 1999 (18.05.99) , 
Full text 
(Family: none) 

JP 6-9359 A (Yakult Honsha Co. 
18 January, 1994 (18.01.94), 
Par. Nos. [0008], [0032] 
(Family: none) 



Ltd. ) , 



1,7-11 
2-6 



1,7-11 
2-6 



1-2 
3-11 



[~X~| Further documents are listed in the continuation of Box C. [^j See patent family annex. 



* Special categories of cited documents: < T 1 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing X 

date 

"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other "Y" 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

W P" document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or . 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
07 July, 2003 (07.07.03) 



Date of mailing of the international search report 
22 July, 2003 (22.07.03) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATTO: 



EARCH REPORT 



PCT/JP03/03945 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


P,X 


JP 2003-12491 A (Shiseido Co., Ltd.), 
15 January, 2003 (15.01.03), 
Full text 
(Family: none) 


1,7-11 ! 


P. A 


JP 2002-356415 A (Ainobekkusu Kabushiki Kaisha) , 
13 December, 2002 (13.12.02), i 
Full text 1 • | 
(Family: none) 


1-11 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



mmmm&^ pct/jpo3/o3945 



Int. CI 7 A61K7/00, 7/48 



UMEfcffofcJft/MWW (BRMMRda (IPC) ) 

Int. CI' A61K7/00-50, CO 9C 1/0 0-3/1 2, C 0 9 D 1 5/0 0 - 1 7/0 0 



S&fl!£T?{feH3 Lfc«W— * C?*-*'*— HBEIcttffl UfcfflW) 
CAPLUS (STN) , JOIS (JICST) 









X 


JP 9-315926 A ( 7 -f 


1, 7-11 


A 


1997.12.09 30Sfc£#: 


2-6 








X 


JP 11-130652 A (^^ttesfc^lfc) 


1, 7-11 


A 


1999.05.18 JcW&ft 


2-6 




7T $ 





taj 4frKHSoa>s:£iR'Ctt&<« -JSKft&fifzkiSSSr^i- 
TLj «^*»fcS«*rftlB-raXlRXH:««)3tlR«>3Bff 

roj pssteispg^ js^Kiwjt-rsxiK 



o»|o fc «> fc 5 1 ffii" 3 t> 

r&j m— **t*V7t 5 u— sntt 



I5KNI£*%T bfcB 



0 7. 0 7. 0 3 



22.07.03 



B#B#fF/r (I SA/J P) 
1 0 0-8 9 1 5 



WW?*** <4tRaft>3Jft&) 




4C 



9 7 3 7 



03-3581-1101 1*3* 3402 



iSPCT/ISA/2 10 (12^) (1 998^7^) 



mmtamm^r pct/jpo 3/03945 



c (gt#) 



X 
A 



PX 



PA 



JP 6-9359 A (M^^St^r f/lsb ttt) 

1994. 01. 18 [00 0 8] RX? [0 0 3 2] 

JP 2003-12491 A («s£#*fc»£3!£) 
2003.01.15 5ca*^# 

77 n y -ftu 

JP 2002-356415 A /^y **8sfc#*fc) 

2002. 12.13 Sntt^i* 

77^-^L 



1-2 
3-11 



1,7-11 



1-11 



SSPCT/ISA/2 10 (fS2-*-5?©&#) (1 998^7^) 



